Post transplant lymphoproliferative disorders (PTLDs) comprise a heterogenous group of diseases featuring lymphoid proliferations, which have been a well-recognized complication of solid organ and hematopoietic SCT (HSCT) and should be one of the distinguishing characteristics for the differential diagnoses of 'lymph node enlargement' after transplantation. The worst form of PTLD is the monoclonal proliferation of B cells with the pathological features of diffuse large B-cell lymphoma. KikuchiFujimoto disease (KFD), or necrotizing histiocytic lymphadenitis, is generally considered as a benign and selflimited disease due to viral infection. Although KFD is rarely seen in transplant recipients, it can be frequently misdiagnosed as malignant lymphoma.
1,2 Here, we present a patient with documented KFD that developed early after allogeneic HSCT with clinical presentation being undifferentiable to PTLD.
A 29-year-old woman with refractory cytopenia with multilineage dysplasia, according to the World Health Organization (WHO) classification, with an intermediate-2 International Prognostic Scoring System score, was admitted to our hospital for HLA-matched unrelated donor PBSC transplantation. The conditioning chemotherapy consisted of high-dose BU and CY. The prophylaxis for GVHD consisted of standard cyclosporine, short-course MTX and antithymocyte globulin (thymoglobulin, Gemzyme, total dose 10 mg/kg). Antibacterial and antifungal prophylaxis consisted of oral ciprofloxacin and oral fluconazole started from day À7 before HSCT. Herpes simplex virus prophylaxis consisted of acyclovir 250 mg/m 2 every 8 h starting from day -1 to day þ 21. Engraftment of WBCs occurred on day þ 20 and full-donor chimerism was confirmed on day þ 23 on the basis of STR polymorphism. On day þ 42, although a blood examination revealed a neutrophil count of 5300 per mL and a lymphocyte count of 300 per mL, spiking high fever developed, accompanied by the occurrence of multiple, painful enlarged lymph nodes over the neck. All the microbiological studies conducted showed negative results and the patient was empirically treated with broad-spectrum antibiotics. Because of persistent fever and enlargement of neck lymph nodes, PTLD was suspected and an excision biopsy of the lymph node was performed. Unexpectedly, the pathology showed marked necrosis and karryorrhexis with infiltration of histiocytes and transformed lymphocytes (Figure 1) . No granuloma was detected. Treatment with acid-fast stain, periodic acid Schiff stain and Grocott's methenamine silver stains produced negative results. The immunohistochemical staining of EBV-encoded small nuclear RNA also showed negative results. The patient was diagnosed with histiocytic necrotizing lymphadenitis (Kikuchi disease) and symptomatically treated with acetaminophen. However, because of persistent fever and debilitating malaise, prednisolone at a dose of 10 mg/day was prescribed. Fever and lymphadenopathy subsided immediately, and the patient has been alive and disease free for more than 5 years. All the immunosuppressive drugs were discontinued smoothly and neither GVHD nor recurrence of neck lymphadenopathy occurred.
KFD, first reported in Japan in 1972, 3, 4 is now known to be a disease that is spread worldwide, with a higher prevalence among Japanese and other Asians. Patients with KFD usually exhibit night sweats, fever, painful cervical lymphadenopathy and leukopenia. The pathogenesis of KFD is unknown, although viral infection and autoimmune reaction have been claimed. The diagnosis of KFD can only be established by pathological examinations, which typically show patchy necrosis localized to the cortex and paracortical area, nuclear dust engulfed by histiocytes and absence of neutrophils. 1 The infiltration of plasmacytoid monocytes, small and large lymphocytes, and immunoblast in KFD varies in degrees. In extreme cases, the presence of numerous large lymphocytes or immunoblasts can be mistaken for high-grade lymphoma. 5 Generally, morphological features favoring the diagnosis of KFD over that of lymphoma are the patchy distribution and non-expansible quality of the lesional areas, abundance of karyorrhectic debris and presence of admixed mediumsized cells with round nuclei (plasmacytoid DCs); an accurate diagnosis of KFD can often be made with confidence by experienced pathologists. 6 In uncertain cases, immunohistochemical studies are helpful. In addition to the presence of large T cells in the lesion, there are many CD68-positive histiocytes coexpressing myeloperoxidase, as well as many CD68-positive CD123-positive plasmacytoid DCs. 6, 7 KFD is generally considered to be a benign, self-limited disorder. Symptomatic treatment with analgesics and antipyretics often effectively relieves distressing local and systemic discomfort. However, a few patients with more severe symptoms may need corticosteroid or even i.v. Ig to control the disease. 8 Besides, fatal KFD has also been reported in recipients of solid organ transplantation. 9 It is therefore possible that KFD in transplant recipients may have a more severe clinical course and may need more aggressive treatment including corticosteroids, as in the case of our patient.
To the best of our knowledge, this is the first report of KFD in recipients of HSCT. It is important to differentiate KFD from PTLD because corticosteroids may be needed in KFD; in contrast, in PTLD, the first step is usually to withdraw immunosuppressive drugs, including corticosteroids. In uncertain cases, the pathology of lymph node biopsy should be referred to and reviewed by an experienced pathologist for making an accurate diagnosis.
Conflict of interest
The authors declare no conflict of interest. 
